Objective. Our aim was to systematically review and meta-analyze the effectiveness of graded activity (GA) or graded exposure (GEXP) for chronic nonspecific low back pain (CNSLBP).
Introduction
Low back pain is one of the major health problems of Western society resulting in serious economic and social costs [1] . The annual prevalence of low back pain in the general population is 38%, with a higher incidence among middle age women and with a three-month minimum episode duration (chronic) in 20% of the cases [2] .
Some results of chronic nonspecific low back pain (CNSLBP) are mobility restriction, long-term disability, and decreased quality of life; additionally, this is one of the main causes of sick leave [3] . The literature suggests that psychosocial factors, such as catastrophizing, kinesiophobia, or depression could influence the development and perpetuation of pain and also decrease the level of activity as the fear avoidance model predicts [4, 5] . Recent scientific evidence shows that there is an association between psychosocial factors and disability [6, 7] . Psychosocial factors may be associated with poor recovery in patients with low back pain [8] . In addition, improving psychosocial factors involved in CNSLBP has been shown to reduce the perception of disability [9] .
Therapeutic exercise is often used in the treatment of CNSLBP [10] . The efficacy of exercise on pain and disability levels in patients with CNSLBP has been clearly demonstrated [11, 12] , but the most appropriate dose and type is still unknown [13] .
There are challenging interventions based on exercise for CNSLBP using a cognitive behavioral approach to improve activity tolerance, labeled as graded activity (GA) and graded exposure (GEXP) [14] . Both interventions have several features in common: they aim to restore functionality by decreasing patient disability and increasing patient education as well as setting feasible goals of specific behaviors. The main differences between treatments are that GA aims to achieve this target by positively reinforcing patient activity levels [15] , while the GEXP approach encourages a confrontation response by exposing patients to specific situations of which they are fearful during rehabilitation [16] . GA consists of three phases: measuring functional capacity, educating in the workplace and providing an individual program of submaximal exercise that is gradually increased [17] .
Previous systematic reviews have suggested that GA is no more effective than other forms of exercise in patients with persistent low back pain [14, 18] . However, these reviews included patients with acute and subacute pain, whereas the current review focused on chronic, nonspecific conditions. In any case, GA does serve as a good contrast for GEXP [16] . In addition, systematic reviews published to date only include studies published before 2009 [14] and 2011 [18] .
Therefore, the aim of this study was to systematically review and meta-analyze the randomized clinical trials (RCTs) evaluating the effectiveness of GA and GEXP over other interventions for pain, disability, and psychosocial factors associated with CNSLBP patients.
Methods
The systematic review and meta-analysis was performed in accordance with the preferred reporting items for systematic reviews and meta-analysis (PRISMA) guidelines [19] . The PRISMA statement is composed of a 27-item checklist and a four-phase flow diagram, which assists in reporting systematic reviews and metaanalyses [19] .
Inclusion Criteria of the Studies
The selection criteria used in this review are based on methodological and clinical aspects such as the population, intervention, control, outcomes, and study design [20] criteria defined for this systematic review as follows:
Population
The patients selected for the trials had to be over 18 years old and had CNSLBP for at least 3 months. CNSLBP is defined as pain that is localized between the costal margins and the inferior gluteal folds, with or without leg pain, that does not have a specified physical cause (e.g., trauma, neoplasm, nerve root compression, osteoporosis, infection, or inflammatory rheumatic processes) [1, 21] .
Intervention and Control
The studies that were included had to compare GEXP, behavioral GA, or GA to usual care (e.g., treatment of the medical specialist or usual physiotherapy; this last consists of joint manipulation/mobilization, massage, back-care advice, and/or recommendation to active approach not supervised), and receive no treatment or other interventions based on therapeutic exercise or when GA or GEXP was added as a supplement to other interventions.
The studies were considered to have evaluated GA when the treatment included the following features: a) treatment goals were functional activities; and b) the therapeutic exercise program was based on operantconditioning behavioral principles and improving exercise and activity tolerance using a quota system instead of pain abatement.
The studies were considered to have evaluated GEXP when the treatment included the following features: a) feared exercise or activities were identified; and b) exposure proceeded in a hierarchical fashion, starting with an exercise or activity that elicited minimal amounts of fear and progressing only when anxiety lessened. L opez-de-Uralde-Villanueva et al.
Outcomes
The measures used to check the results and effects of treatment had to assess at least two or more of the related variables of pain intensity, disability, pain catastrophizing, and quality of life measures. The pain intensity had to be assessed with a visual analog scale (minimal clinically important change, MCIC 5 15 mm) [22] , a Numerical Rating Scale [23] (MCIC 5 2-point) [24] , or the McGill Pain Questionnaire (standard-or short-version) [25, 26] ; these McGill Pain Questionnaires used a visual analog scale to calculate the pain intensity score. Disability was considered if was assessed with the 24-ltem Roland-Morris Disability Questionnaire [27] (MCIC 5 5-point) [22] , the Quebec Back Pain Disability Scale [28] (MCIC 5 20-point) [22] , or the Pain Disability Index [29] (MCIC 5 no published). The pain catastrophizing had to be evaluated with the Pain Catastrophizing Scale [30] (minimum detectable change, MDC 5 9.1) [31] , or the Pain Cognition List-pain catastrophizing [32] (MCIC 5 no published), whereas the quality of life was considered when was assessed with the EuroQoL Questionnaire [33] (MCIC 5 0.03) [34] , or the 36-Item Short-Form Health Survey Questionnaire [35] (MCIC for the physical component summary 5 4.9-point) [36] . All these variables have shown an adequate validity and reliability [23, [25] [26] [27] [28] 32, 35, [37] [38] [39] [40] [41] [42] [43] [44] [45] . Furthermore, these had to be registered in the short term (<3 months), intermediate term (between 3 months and 12 months) or long term (>12 months) follow-up proposed by the Cochrane Back Review Group [46] .
Study Design
RCTs were selected. No restrictions were applied to any specific language as recommended by the international criteria [47] .
Search Strategy
The search of scientific articles was performed using MEDLINE (1950 The terms used for the search were derived from a combination of the following medical subject headings (MeSH) and other non-MeSH terms. The terms and Boolean operator used in MeSH were: "low back pain OR back pain OR backache," "exercise therapy," "behavior therapy," "cognitive therapy," and "physical therapy modalities." The Boolean operator "AND" connected the intervention and the patient group. As additional filters, randomized controlled trial (in "article types") humans (in "species") and adult (in "ages") were chosen. The non-MeSH terms used were: "nonspecific chronic low back pain," "chronic low back pain," "graded activity," "graded exposure," "behavioral graded activity," "gradual exercises," and "behavioral therapy." The search strategy was adapted for each database as necessary. Two independent reviewers conducted the search using the same methodology, and the differences that emerged in this phase were resolved by consensus.
Selection Criteria and Data Extraction
First, an analysis of data was performed by two independent reviewers (I.L.U.V. and D.M.G.) who assessed the relevance of RCTs regarding the studies' question and objectives. This first analysis was made based on information from the title, abstract and keywords of each study. If there were no consensus or the abstracts did not contain sufficient information, it was agreed to review the full text.
In the second phase of the analysis using the full text, we proceeded to test whether the studies met all of the inclusion criteria. Differences between reviewers were resolved by a process of discussion/consensus moderated by a third reviewer (R.L.T.) [46] . Data described in the results were extracted by means of a structured protocol that ensured that the most relevant information was obtained from each study [48] .
Methodological Quality Assessment
The assessment of the methodological quality of the studies was performed using the PEDro scale [49] , which is based on the Delphi list [50] . The reliability of this scale has been demonstrated by Tooth et al. [51] and Maher et al. [49] .
The PEDro scale assesses the internal and external validity of a study and consists of 11 criteria: 1) specified study eligibility criteria, 2) random allocation of subjects, 3) concealed allocation, 4) measure of similarity between groups at baseline, 5) subject blinding, 6) therapist blinding, 7) assessor blinding, 8) fewer than 15% dropouts, 9) intention-to-treat analysis, 10) between-group statistical comparisons, and 11) point measures and variability data. Criteria (2)-(11) were used to calculate the PEDro score. The methodological criteria were scored as: Yes (one point), No (zero points) or Don't know (zero points). The PEDro score of each selected study provided an indicator of the methodological quality (9-10 5 excellent; 6-8 5 good; 4-5 5 fair; <4 5 poor) [52] .
Two independent reviewers (I.L.U.V. and D.M.G.) examined the quality of all of the selected studies using the same methodology; disagreements between reviewers were resolved by consensus including a third reviewer (R.L.T.). All reviewers had at least 5 years of experience in health sciences research and were trained to critically appraise studies using the PEDro scale criteria. The inter-rater reliability was determined using Kappa coefficient (>0.7 means high level of agreement between Graded Activity in Low Back Pain assessors, between 0.5 and 0.7 a moderate level of agreement, and <0.5 a low level of agreement) [53] . Consistency between the two reviewers who performed the methodological assessment was evaluated with the Cronbach's coefficient a.
Qualitative Analysis
The qualitative analysis used is based on the classification of the results in levels of evidence according to Van Peppen et al.'s model [54] . Evidence was categorized into the following five levels depending on the methodological quality.
1. Strong evidence-provided by statistically significant findings in outcome measures in at least two highquality RCTs, with PEDro scores of at least four points. 2. Moderate evidence-provided by statistically significant findings in outcome measures in at least one high-quality RCT and at least one low-quality RCT (3 points on PEDro) and/or one high-quality clinical controlled trial (CCT). 3. Limited evidence-provided by statistically significant findings in outcome measures in at least one highquality RCT and/or at least two high-quality CCTs (in the absence of high-quality RCTs). 4. Indicative findings-provided by statistically significant findings in outcome measures in at least one highquality CCT and/or low-quality RCTs (in the absence of high-quality RCTs), and/or two studies of a nonexperimental nature with sufficient quality (in the absence of RCTs and CCTs). 5. No or insufficient evidence-in cases where the results of eligible studies do not meet the criteria for one of the above-stated levels of evidence, and/or in the case of conflicting (statistically significant positive and statistically significant negative) results among RCTs and CCTs, or in the case of a lack of eligible studies.
If the number of studies that showed evidence is <50% of the total number of studies found within the same category of methodological quality and study design (RCTs, CCTs, or nonexperimental studies), no evidence was classified [54] .
Data Synthesis and Analysis
Statistical analysis was conducted using meta-analysis with interactive explanations (MIX, version 1.7) [55] . The meta-analysis was performed in accordance with the PRISMA guidelines [19] .
To provide a comparison between outcomes reported by the studies, the standardized mean difference (SMD) over time and corresponding 95% confidence interval (CI) were calculated for continuous variables, if possible, and short-term, intermediate-term, and long-term follow-up time points. The statistical significance of the pooled SMD was examined by the Z-test. The same inclusion criteria were used for the systematic review, as well as for the meta-analysis, and four more criteria were included: 1) In the results, there was detailed information regarding the comparative statistical data of the exposure factors, therapeutic interventions, and treatment responses; 2) The GA or GEXP treatment was compared with a control group (CG) or another treatment; 3) Data of the analyzed variables were represented in at least two studies; and 4) A minimum score of six points (PEDro) was considered necessary for inclusion in the meta-analysis, as inclusion of lower quality studies in a meta-analysis may overestimate the treatment effect of interventions [47] .
The estimated SMDs were interpreted as described by Hopkins et al. [56] ; that is, a SMD of 4.0 was considered to represent an extremely large clinical effect, 2.0-4.0 a very large effect, 1.2-2.0 a large effect, 0.6-1.2 a moderate effect, 0.2-0.6 a small effect, and 0.0-0.2 a trivial effect.
To compare and contrast data, the following statistical tests were performed: the DerSimonian-Laird Q-test to measure the level of heterogeneity and Egger's regression tests to examine publication bias [57] . When the Qtest was significant (P < 0.05), this indicated that heterogeneity existed among the studies. Therefore, a random-effects model was used in the meta-analysis.
Results
The study search strategy is shown in the form of a flow chart ( Figure 1 ). Finally, we selected 12 articles that met the inclusion criteria. Table 1 presents the general descriptive characteristics of these studies.
Characteristics of the Study Population
All patients in the studies had nonspecific low back pain for at least 3 months. The required research designs were randomized controlled studies and the samples were varied; the total number of patients included was 1,486. The percentage of women participating in the studies ranged from 42% [60] to 75% [66] , excepting two studies in which this information was not specified [59, 68] .
The average age of participants in the included studies ranged from 35 [66] to 49 [61] years of age. The percentage of withdrawals and dropouts during treatment in the studies ranged from 0% [59, 66] to 47% [68] .
Study Characteristics
The characteristics for which data were extracted (sample size, participants ages, duration of complaint, study design, intervention, outcomes, follow-up period, and main results) are presented in Table 1 .
Six studies included in this systematic review compared GA to other forms of exercise [58, [61] [62] [63] [64] [65] . The interventions involved in other forms of exercise were motor control (addressed to improve activity of muscles with L opez-de-Uralde-Villanueva et al.
poor control and reducing activity of any overactive muscle, thereby enhancing the spinal stability) [58, 61] , active physical (aerobic training on a bicycle, training of strength and endurance for low back and upper leg muscles) [62] [63] [64] , and physical therapy according to clinical guidelines (advising to stay active and providing exercise therapy supervised by a physiotherapist) [65] .
In six studies, GA was compared with a CG [58, 60, [62] [63] [64] 68] . The following interventions were considered in the CG: wait list [62] [63] [64] 68] , usual care (treatment applied by medical specialist, occupational physician, general practitioner, and/or allied health professionals) [58, 60] .
No adverse effects were reported in any of the studies included in this systematic review.
Methodological Quality Analysis
The RCTs were evaluated with the PEDro scale and a median score of 5.9 2 6 1.78 (Mean 6 SD; range: 3-8)
was revealed. According to analyses of the two reviews, eight of the studies had methodologies that were good in terms of quality. Table 2 shows the results of the evaluation according to the PEDro scale. The two reviewers reported a discrepancy in the evaluation of four RCTs; the discrepancy for those studies concerned their scores for Items 3, 7, and 11 (3: concealed allocation; 7: assessor blinding; 11: point measures and variability data). A consensus was reached after a third reviewer intervened. The inter-rater reliability of the methodological quality assessment was high (j 5 0.82, 95% CI 0.65-0.93). Most of the RCTs lacked blinding in the assessor, care provider, and patients. When the PEDro scores of the two reviewers were compared, consistency was high (a 5 0.84).
Systematic Review Results

Graded Activity vs Other Forms of Exercise
Six studies (1,167 patients) compared GA to other forms of exercise [58, [61] [62] [63] [64] [65] . No statistically significant Graded Activity in Low Back Pain L opez-de-Uralde-Villanueva et al.
differences were found for pain intensity, catastrophizing, quality of life, and disability [58, [61] [62] [63] [64] [65] . No study found statistically significant differences in disability and pain intensity outcomes. In addition, some studies concluded that GA showed lesser total costs (most costeffective), although not statistically significant, than other forms of exercise or even than the combination of GA with physical activity [58, 64] .
Graded Activity vs Control Group
Six studies with a total of 1,098 patients compared GA to CG [58, 60, [62] [63] [64] 68] . In most of them, there were no statistically significant differences for pain, disability, catastrophizing, and quality of life [58, 60, 68] . However, Smeet et al. [62] [63] [64] reported statistically significant differences for these outcomes. In the same way, Lambeek et al. [60] showed statistically significant differences in long-term disability. In addition, it is important to mention that there is a clear trend toward the greater effectiveness of GA, although this difference is not significant.
Graded Activity vs Graded Exposure
Five trials (185 patients) compared GA with GEXP and the CG [15, 59, [66] [67] [68] . Two of them had a crossover design; therefore, it is more difficult to draw conclusions because no study evaluated the immediate effects of every intervention [66, 67] . No statistically significant differences were found for disability and pain [15, 68] , although there were statistically significant differences reported for catastrophizing [15] . In spite of the lack of differences, the studies showed slightly higher results for GEXP than GA.
Meta-Analysis Results
Meta-Analysis Comparison of GA vs Other Forms of Exercise
Six RCTs evaluated the effects of GA on disability compared with other forms of exercise. Meta-analysis for these studies showed no statistically significant differences in the reduction of disability in the short term (three studies: [61] [62] [63] Figure 2C ). There was no evidence of publication bias for any of the three meta-analyses (short term, P 5 0.08; intermediate term, P 5 0.18; long term, P 5 0.07).
GA was not found to be significantly more effective than other forms of exercise with regard to improvements in the quality of life in the long term (two studies: [58, 61] Figure  4C ). There was no evidence of publication bias for any of the three meta-analyses (short term, P 5 0.08; intermediate term, P 5 0.92; long term, P 5 0.24).
Meta-Analysis Comparison of GA vs Control Group
GA was significantly more effective than the CG with regard to improvements in disability in the short term (three studies: [60, 62, 68] Figure 5B), and there was no evidence of publication bias for meta-analysis in the short term (P 5 0.9).
A total of four RCTs evaluated the effects of GA on pain intensity compared with the CG. Meta-analysis of these studies showed no statistically significant differences in the reduction of pain intensity in the short term (three studies: [60, 62, 68] Figure 6C ). There was no evidence of publication bias for meta-analysis in the short term (P 5 0.8).
Meta-Analysis Comparison of GA vs GEXP
GA was significantly less effective than GEXP with regard to improvements in disability in the short term (two studies: [15, 68] n 5 105, SMD 5 0.39, 95% CI Graded Activity in Low Back Pain 0.003-0.78, Z 5 1.98, P 5 0.048, heterogeneity: Qvalue 5 1.1, P 5 0.29; Figure 7 ).
GA was also significantly less effective than GEXP at improving catastrophizing in the short term (two studies: [15, 68] n 5 105, SMD 5 0.48, 95% CI 0.09-0.87, Z 5 2.39, P 5 0.02, heterogeneity: Q-value 5 1.4, P 5 0.24; Figure 8 ).
Meta-analysis showed no statistically significant differences in the reduction of pain intensity in the short term (two studies: [15, 68] n 5 105, SMD 5 0.17, 95% CI 20.22 to 0.55, Z 5 0.84, P 5 0.4, heterogeneity: Q-value 5 1.7, P 5 0.2; Figure 9 ).
Discussion
The systematic review consisted of 12 studies, 8 of which were used to perform the meta-analysis [15, 58, [61] [62] [63] [64] 68] . Remarkably, whole studies used for the meta-analysis had acceptable methodological quality according to the PEDro scale. This is the first meta-analysis of RCTs that has compared GA with other forms of exercise, including GEXP, in CNSLBP patients (more than three months) with associated psychological and disability variables. To better focus on this section, the variables of the main analysis have been discussed.
This meta-analysis shows the current evidence for the effectiveness of GA in CNSLBP patients compared with other forms of exercise, including a CG (waiting list or usual physiotherapy) and GEXP. GA has been demonstrated to be slightly better (i.e., a small effect size) for decreasing disability than the CG. GEXP was shown to be better at reducing catastrophizing and disability than GA. Although these studies found statistically significant effects, the effect of the interventions was small, with an effect size that ranged from 0.29 to 0.53; the largest effect occurred when GA was compared with CG for disability at long-term follow-up. This point will be discussed later.
The variables used for performing the meta-analysis, taking into account the previously mentioned groups, L opez-de-Uralde-Villanueva et al.
were as follows: disability, pain, catastrophizing, and quality of life.
Graded Activity vs Other Forms of Exercise
When comparing GA with other forms of exercise, no significant differences were found in the short, intermediate and long term for disability and pain. Neither did other forms of exercise appear to be superior for improving the quality of life in the long term. These results are consistent with numerous reports in the literature which state that any form of exercise shows the same effectiveness compared with others [14, 69] . It is known that exercise itself is beneficial for the treatment of chronic pain, improving all of the factors related to pain in general [70] .
Graded Activity vs Control Group
The results of the meta-analysis are in favor of GA in the short, intermediate and long term if the focus is on variables of pain and disability, with the exception of Graded Activity in Low Back Pain pain in the intermediate term, which are favorable toward the CG. It should be considered that one [68] of the three studies included in short-term pain [60, 62, 68] , was in favor of the CG. In our opinion, this could be because GA is a gradual type of exercise and evidence can be found to demonstrate that exercise shows clear improvements in long-term pain, which is not as obvious in the short and intermediate term [58, 60, 71, 72] . In addition, we observed two clearly significant results in disability, indicating that GA appears to be better in the short or long term, especially the latter, than in the CG. However, the reasons why there are no statistically significant differences in the intermediate term exceed our knowledge. Probably, the short-term score would respond to effects of being observed (Hawthorne effect) [73] through exercise therapy. Conversely, GA therapy needs a learning process, and it is possible that long-term effects could be explained by this process [74] . In this section, the main differences focused on disability but not on pain; this may be because GA focuses on progressively improving the patient's activities without focusing on pain in particular. Therefore, it seems logical that the largest effects would occur in the functionality [18] . In this section, the main differences focused on disability but not on pain; this may be because GA focuses on progressively improving the patient's activities and does not focus on pain in particular. Therefore, it seems logical that the largest effects would occur in functionality [18] .
Graded Activity vs Graded Exposure
Our results clearly show that GEXP is a better shortterm option than GA in disability, pain, and catastrophizing. However, these results were based on two RCTs (one acceptable quality RCT and one good quality RCT) that both showed small effect sizes and wide CI; these results should be considered with caution. In our view, a possible explanation for this is that GEXP is focused on the activities that expose the patient's fear. This is likely to reduce their level of fear-avoidance regarding exercise, and therefore, have a catastrophic impact on disability, due to the fact that disability is mediated by the reduction of catastrophizing [75] . Moreover, fear exposure could be a determinant of this. These data are consistent with limited literature that supports success in the reduction of pain, catastrophizing, and disability of GEXP compared with graded exercise [59, 66, 67] . However, these data differ from the results of Macedo et al. [14] , who suggested that the GA is as effective in the short and intermediate term as GEXP or minimal intervention (CG). This may be because their metaanalysis included quasiexperimental studies as well as patients with acute and subacute low back pain (fewer [Color figure can be viewed in the online issue, which is available at wileyonlinelibrary.com.] Figure 7 Forest plots of GA vs GEXP effect on disability in the short term. [Color figure can be viewed in the online issue, which is available at wileyonlinelibrary.com.] Figure 8 Forest plots of GA vs GEXP effect on pain catastrophizing in the short term. [Color figure can be viewed in the online issue, which is available at wileyonlinelibrary.com.] than 3 months of symptoms), while we chose only RCTs of CNSLBP. Another difference was that 3 months was considered the boundary between the short and intermediate terms. Later, Van der Giessen et al. [18] supported the results of Macedo et al. [14] when they stated that there is insufficient evidence to assert the superiority of GA vs usual care.
Data obtained from our study are consistent with other systematic reviews and meta-analyses in reference to the suggestion that exercise has a positive effect on reducing pain and disability in particular [76, 77] . In our knowledge, there not is other systematic review comparing GA with GEXP in other musculoskeletal conditions different to low back pain.
Implications for Clinical Practice
In clinical practice, it is interesting to consider GA and/ or GEXP in subjects suffering from CNSLBP. However, we cannot confirm that GA and/or GEXP are superior to other exercise treatments for patients with CNSLBP. In terms of pain, again we have considered GA and/or GEXP interventions preferable, because there is evidence, albeit limited, that indicates the greater economic profitability of these interventions compared with other forms of physical activity [64] . Therefore, GA and/ or GEXP would be more highly recommended in CNSLBP patients because it reduces disability, improves quality of life and decreases the necessary periods of sick leave [78] when compared with the CG. In practice, aggressive patient exposure to fear should be avoided; however, for the treatment of phobias, it is essential that the patient face his own fear. In any case, there are two main facts to be highlighted: on the one hand, the importance of progressive therapies that adhere the patient to treatment and on the other hand, that a patient gradually confronts his fear to find active coping strategies to improve his condition. We have not identified any studies to date that compare the effectiveness of GA and GEXP in the long term (maximum six months). In the short term, GEXP would be recommended over GA to significantly decrease catastrophizing and a nonsignificant trend has been observed in favor of GEXP to improve disability and pain intensity in the short and intermediate term.
Especially important is the fact that the GA has shown Minimal Clinically Important Changes in disability, quality of life, and pain intensity over the long run [58, 61, 62] , while GEXP found clinical changes in catastrophism [15] . All of these changes were obtained for each particular intervention when the follow-up period was compared with baseline.
Limitations
This study has several limitations. First, we have only found a limited number of studies that compare GA with GEXP, and most of these are of poor methodological quality. Second, 2 of the 12 articles selected for systematic review showed poor methodological quality, and the PEDro scale was three points, which was the lowest score. This may distort the results from systematic reviews; however, all studies selected for meta-analysis were of good quality, as recommended by international criteria [79] . Third, all studies lacked blinding of both participants and those responsible for carrying out the treatment, with the exception of the study developed by Woods and Asmundson [68] whose participants were blinded. The use of blinding is very important in the development of high quality trials. Indeed, the nonuse of this system may mean that certain studies do not reach a sufficient level of quality evaluation. While blind outcome assessment was considered achievable [80] , it is quite difficult to blind patients or therapists when applying manual therapy or exercise [81] . Although it appears to be complicated, some quality studies have focused on the study of blinding strategies in these fields. Fourth, publication bias could not be assessed in those meta-analyses that included fewer than three studies. Therefore, we cannot determine whether there was publication bias in some of the follow-ups. Fifth, although the results were obtained by weighting the summary estimate of the sample size, different outcomes measures were used to assess the same construct, which might affect the results. Finally, there is a lack of information from gray literature, which has not been examined, such as Conference Papers Index, Dissertation Abstracts or System for Information on Grey Literature in Europe. L opez-de-Uralde-Villanueva et al.
Conclusion
In conclusion, according to the evidence levels described in the methods section, there is limited evidence that GA significantly reduces disability in the short and long term when compared with the CG. In addition, there is strong evidence that GA does not show any differences in pain in the short, intermediate, and long term when compared with the CG. Moreover, there is strong evidence that GA does not lead to differences in disability and pain in the short, intermediate, and long term when compared with other exercise. Finally, there are indicative findings that GEXP is better than GA at decreasing catastrophizing in the short term.
Future high quality investigations should be conducted regarding longer follow-ups that compare GA and GEXP with CGs in CNSLBP patients to support these findings.
